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AMENDMENTS TO THE CLAIMS 

Please replace all prior versions and listings of claims with the following Listing of Claims. 
Listing of Claims : 

1 . (Currently amended) An isolated polynucleotide e ncoding a variant human cytochrom e 
P450 3A4 monooxyg e nas e polyp e ptid e or fragm e nt th e r e of wher e in th e polynucl e otid e 
is selected from the group consisting of: 

(a) a polynucleotide comprising 15 nucleotides of SEQ ID NO: 154, wherein the 15 
nucleotides comprises the nucleotide sequence of SEQ ID NO: 90; 

(b) a polynucleotide encoding a polypeptide comprising the amino acid sequence of 
SEQ ID NO: 155; 

(c) a polynucleotide comprising 15 nucleotides of SEQ ID NO: 154, wherein the 15 
nucleotides comprise e ncoding a polyp e ptid e , wher e in said polynucl e otid e 
compris e s a sequence that corr e sponding to SEQ ID NO: 90 and comprises a T at 
the position that corresponds to position 6 of SEQ ID NO: 90; and 

(d) a polynucl e otid e e ncoding a polyp e ptide, wh e r e in said polyp e ptid e compris e s a 
s e qu e nc e corr e sponding to SEQ ID NO: 155, and compris e s an amino acid 
substitution at th e position that corr e sponds to position 21 of SEQ ID NO: 155; 

own 
CtlTvl 

(e) a polynucleotide encoding a polypeptide, wherein said polypeptide comprises a 
sequence corresponding to SEQ ID NO: 155, and comprises an amino acid 
substitution of T to M at the position that corresponds to position 21 of SEQ ID 
NO: 155 T 

wh e r e in th e polypeptid e e ncod e d by th e polynucl e otid e is a variant human cytochrom e 
P150 3A4 monooxyg e nas e polypeptid e or fragm e nt ther e of, wh e r e in said polyp e ptid e has 
t e stost e ron e or prog e st e ron e hydroxylas e activity, and wh e r e in said polyp e ptid e has an 
impair e d e xpr e s s ion and impair e d testost e ron e or prog e st e ron e hydroxylase activity 
compar e d to th e corr e sponding wild typo human cytochrom e P450 3A4 monooxyg e nas e 
polyp e ptid e. 
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2.-3. (Canceled). 

4. (Currently amended) A vector comprising the polynucleotide of claim 1 e*^. 

5. (Previously presented) The vector of claim 4, wherein the polynucleotide is operatively 
linked to expression control sequences allowing expression in prokaryotic or eukaryotic 
cells. 

6. (Currently amended) An isolated host cell genetically engineered with the polynucleotide 
of claim 1 or the vector of claim 4 or 5. 

7. (Previously presented) A method for producing a molecular variant cytochrome P450 
3 A4 monooxygenase polypeptide or fragment thereof comprising 

(a) culturing the host cell of claim 6; and 

(b) recovering said polypeptide or fragment from the culture. 

8. (Currently amended) A method for producing cells capable of expressing a molecular 
variant cytochrome P450 3A4 monooxygenase gene comprising genetically engineering 
cells with the polynucleotide of claim 1 or the vector of claim 4 or 5. 

9-11. (Canceled). 

12. (Currently amended) An isolated nucl e ic acid mol e cul e polynucleotide fully 
complementary to a polynucleotide of claim 1 

13. (Previously presented) A vector comprising the nucleic acid molecule of claim 12. 
14-36. (Canceled). 

37. (Currently amended) A primer or probe selected from the group consisting of: 
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(a) an oligonucleotide of about 15 to 50 nucleotides in length of SEQ ID NO: 154 and 
comprising a fragm e nt of th e polynucl e otid e of claim 1 SEP ID NO:90; and er 

(b) an oligonucleotide that is a fully complementary to the oligonucleotide of (a) 
s e qu e nc e th e r e of wh e r e in said fragm e nt compris e s SEQ ID NO:90 . 

38. (Canceled). 

39. (Currently amended) A composition comprising the polynucleotide of claim 1 e*^. 

40. (Currently amended) The composition of claim 39 which is a diagnostic oh 
pharmac e utical composition. 

41. (New) An isolated polynucleotide selected from the group consisting of: 

(a) a polynucleotide comprising a nucleotide sequence from positions 157 to 171 of SEQ 
ID NO: 154, 

(b) a polynucleotide comprising the nucleotide sequence of positions 158 to 172 of SEQ 
ID NO: 154; 

(c) a polynucleotide comprising the nucleotide sequence of positions 159 to 173 of SEQ 
ID NO: 154; 

(d) a polynucleotide comprising the nucleotide sequence of positions 160 to 174 of SEQ 
ID NO: 154; 

(e) a polynucleotide comprising the nucleotide sequence of positions 161 to 175 of SEQ 
ID NO: 154; 

(f) a polynucleotide comprising the nucleotide sequence of positions 162 to 176 of SEQ 
ID NO: 154; 

(g) a polynucleotide comprising the nucleotide sequence of positions 163 to 177 of SEQ 
ID NO: 154; 

(h) a polynucleotide comprising the nucleotide sequence of positions 164 to 178 of SEQ 
ID NO: 154; 

(i) a polynucleotide comprising the nucleotide sequence of positions 165 to 179 of SEQ 
ID NO: 154; 
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(j) a polynucleotide comprising the nucleotide sequence of positions 1 66 to 1 80 of SEQ 
ID NO: 154; 

(k) a polynucleotide comprising the nucleotide sequence of positions 167 to 181 of SEQ 
ID NO: 154; 

(1) a polynucleotide comprising the nucleotide sequence of positions 168 to 182 of SEQ 
ID NO: 154; 

(m)a polynucleotide comprising the nucleotide sequence of positions 169 to 183 of SEQ 
ID NO: 154; 

(n) a polynucleotide comprising the nucleotide sequence of positions 170 to 184 of SEQ 
ID NO: 154; 

(o) a polynucleotide comprising the nucleotide sequence of positions 171 to 185 of SEQ 
ID NO: 154; and 

(p) a polynucleotide comprising the nucleotide sequence of the complement of any of (a)- 
(o). 
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